Introduction {#sec1}
============

Earliest clinical manifestations of Huntington disease (HD) are poorly characterized, and there is a need for clinical scales specifically designed to measure early changes in HD gene expansion carriers. The Functional Rating Scale Taskforce for pre-Huntington Disease (FuRST-pHD) is a multinational, multidisciplinary collaboration to develop a valid functional rating scale to assess changes in symptom severity in HD gene expansion carriers who do not yet meet criteria for a formal clinical diagnosis (prodromal HD or prHD) or are early manifest.[@ref-750035121] Such a measurement tool is essential to better understand the earliest manifestations of HD and to evaluate novel therapies early in the course of disease. 

FuRST-pHD has established an inclusive process using input from numerous sources, including prHD and early HD individuals, caregivers, and experts from a variety of fields, as well as from ongoing large-scale HD studies using existing clinical scales.[@ref-750035121] As part of the process, an inclusive series of "Working Groups" of individuals with clinical and/or scale development expertise have been established to review existing data and develop interview questions within the specific domain under study. Once these interview questions are developed, they are distributed to trained raters for beta testing in prHD and early HD individuals. This is an iterative process, in which changes or deletions (as appropriate) are made based on empirical evidence obtained during field testing; the modified questions are then tested during subsequent iterations so that the list can ultimately be winnowed to select optimal items for scale inclusion. We report here the development and assessment of the first iteration of interview questions aimed to assess functional impact of motor manifestations in prHD and early HD individuals.

Methods {#sec2}
=======

A two-day Motor Symptoms Working Group meeting was held in Toronto, Canada, January 19--20, 2009. The working group charge was to review available evidence and develop interview questions to assess functional impact of motor signs and symptoms.  

Evidence Reviewed {#sec4}
-----------------

### UHDRS Motor Subscale. {#sec5}

The Unified Huntington\'s Disease Rating Scale (UHDRS) Motor Subscale was developed for the clinical assessment of motor signs of HD and is the current \"gold-standard\" outcome measure used in clinical trials of HD. In developing interview questions, the Working Group reviewed retrospective data from two multicentre, longitudinal studies in prHD ([PREDICT-HD](http://www.predict-hd.net/)) and HD ([REGISTRY](http://www.euro-hd.net/html/registry)).[@ref-475421450] As expected there were differences in the severity of UHDRS motor signs in prHD and HD. In prHD, overall severity of UHDRS motor signs were low, and participants had scores of 2 or above on very few items. However, there were indications that some items scored higher than others, including saccades, ocular pursuit, and finger tapping. In HD, motor items that assessed ocular pursuit, saccade initiation, finger tapping, tandem walking, and to a lesser extent saccade velocity, dysarthia, tongue protrusion, pronation/supination, Luria, bradykinesia, chorea, gait, and balance on the retropulsion test were found to discriminate individual differences across a broad range of motor severity.[@ref-475421450] 

Although these data clearly indicate that some motor signs assessed by the UHDRS are present even at early stages of HD, the degree that these motor signs are clinically meaningful has not been determined. Current data would benefit from evidence indicating that UHDRS assessments of motor signs are associated with symptoms that can be perceived by the patient (and therefore also the clinician) and interfere with their day-to-day functioning. To this end, it was agreed that some of the interview questions would be developed to assess the potential functional impact of these motor signs. 

### Patient and Companion Input. {#sec6}

The FDA views input from participants, caregivers, and family members as an essential element in developing valid clinical assessment tools.[@ref-410958072] To ensure that the scale reflects concepts that are important from the participant\'s perspective, patient/companion focus groups were held to identify early symptoms experienced by HD gene carriers and to determine the functional impact of these symptoms. The focus groups were held in a number of countries using the local languages (France, Netherlands, United Kingdom, United States, Portugal, and Spain) with all participants (prHD, early HD and companions) being asked a series of open-ended questions related to symptom occurrence in prHD. All focus group sites had IRB/EC approval, and all participants provided informed consent. These data were used to maximise symptom assessment and were considered in development of the interview questions. The following motor-related symptoms/problems were reported by the focus groups: 

*Head twitch; Losing balance; Hand writing; Gait; Fine motor; Choking; Hand-eye coordination; Twitching; Fidgety; Dropping things; Restless feet; Chorea; Tics; Clumsiness; Falling; Movements during sleep; Tremors; Eye tracking; Walking difficulty as a couple; Rigidity of muscle; Tension in face; Instability; Uncontrolled movements. *

### Expert Opinion and Experience of Participants. {#sec7}

In addition to reviewing existing data, working group participant experiences and opinion were also discussed, both within HD and in other movement-related disorders, including Parkinson\'s disease. 

Development of Interview Questions  {#sec8}
-----------------------------------

After review of existing data, relevant motor symptom domains were identified, and interview questions were developed to probe the experience of those symptoms (and determine their severity) in the prHD and early HD population. The FuRST-pHD has adopted a semi-structured clinician-administered interview similar to that used for the [GRID-HAMD](http://www.iscdd.org/Resources.aspx). The GRID format directs the rater to score symptom frequency and intensity separately, while giving them clear scoring anchors, a semi-structured interview guide, and overall definitions. This method has been employed successfully and is user-friendly, with acceptable agreement among independent raters.[@ref-2246861480] The working group developed interview questions, including structured interview guides, scoring conventions, scoring anchors, and symptom definitions. Following the meeting, draft interview questions were circulated for comment on a shared internet site (Sharepoint).

Based on a review of the evidence, 11 interview questions were developed for field testing (Table 1).

**Table 1.** Interview Questions Developed by Working Group

**Interview QuestionDescription/definitionSources of evidence reviewed and consideredReading**Assesses experiences of problems reading in a general fashion, and not limited to any particular domain (e.g., motor difficulties, cognitive difficulties). Clinical experience (This item was developed to assess general problems with reading)**Tracking while reading**Assesses ability to track (moving from word to word, line to line or maintaining eyes on page) during reading.UHDRS (Ocular Pursuit, Saccades); Focus groups; Clinical Experience\
 **Tracking moving objects with eyes**Assesses ability to follow/track moving objects with eyes, which include ocular pursuits allowing eyes and head to follow moving objects with integrated and coordinated movements.UHDRS (Ocular Pursuit, Saccades); Focus groups; Clinical Experience**Balance on one foot**Assesses ability to perform tasks that require balance on one foot.UHDRS (Bradykinesia, Dystonia, Chorea, Gait, Tandem Walking, Retopulsion); Focus groups; Clinical Experience**Balance when walking**Assesses problems with maintaining balance when walking.UHDRS (Bradykinesia, Dystonia, Chorea, Gait, Tandem Walking, Retopulsion); Focus groups; Clinical Experience**Shifting gaze**Assesses ability to shift gaze from one object to another.UHDRS (Ocular Pursuit, Saccades); Clinical Experience\
 **Fine motor ability**Assesses fine motor ability requiring significant dexterity of the hands and fingers.\
 UHDRS (Bradykinesia, Dystonia, Chorea, Finger Tapping, Pronate/Supinate, Luria, Rigidity); Focus groups; Clinical Experience**Complex motor behavior**Assesses the performance of complex motor behavior.UHDRS (Bradykinesia, Dystonia, Chorea, Finger Tapping, Pronate/Supinate, Luria, Rigidity); Focus groups; Clinical Experience**Writing**Assesses normal adult writing ability, including legibility.UHDRS (Bradykinesia, Dystonia, Chorea, Finger Tapping, Pronate/Supinate, Luria, Rigidity); Focus groups; Clinical Experience**Clumsiness**Assesses clumsiness, including any avoidance of tasks due to clumsiness or changes in behavior to compensate.UHDRS (Bradykinesia, Dystonia, Chorea, Finger Tapping, Pronate/Supinate, Luria, Ocular Pursuit, Rigidity); Focus groups; Clinical Experience**Functional impact**\
** **Assess the functional impact of motor deficits (if any reported) on daily activities. Question gathers additional patient-reported descriptive data. Clinical Experience

Field Testing of Interview Questions {#sec10}
------------------------------------

Field testing of interview questions in prHD (UHDRS Diagnostic Confidence Level \< 4) and early HD (within 5 years from onset of clinical motor signs) was conducted within the PREDICT-HD program and at independently contracted sites. All data collection sites had IRB/EC approval, and all participants provided informed consent. Prior to conducting the clinical interview, all raters were trained (via webinar or in person) to ensure that all trainees had an adequate conceptual understanding for administering and scoring each of the items. A minimum sample size of 100 was targeted.

Data Analysis  {#sec11}
--------------

The distribution of the composite score for each individual item was compiled, and summary statistics associated with each item score were computed. Distributions of item scores for HD and prHD subgroups were statistically compared using the non-parametric Mann-Whitney U test. 

Non-parametric item response analyses were performed to determine the relationship between scores on the individual interview questions and total score. Item Response Theory has been demonstrated to be useful in evaluating the performance of individual items (symptoms) on rating scales, by assessing the relationship between a score assigned to an item and the overall severity of the disease.[@ref-475421450] [@ref-4116494394] IRT software ([TESTGRAF](http://www.psych.mcgill.ca/faculty/ramsay/ramsay.html)) was used to generate Option Characteristic Curves (OCCs) that display the probability of a particular option score (i.e., a score of 0, 1, 2, 3, 4) on each Interview Question as a function of overall level of severity. In the present analyses, total motor item score was used as a measure of severity. To illustrate this, Figure 1 depicts a hypothetically ''ideal'' item from an item response perspective, which is characterized by a clear identification of the range of severity scores over which an option is most likely to be endorsed, rapid changes in the curves that correspond to changes in severity, and an orderly relationship between the weight assigned to the option and the region of severity over which an item is likely to be endorsed. As such, OCCs provide a graphical representation of how informative a particular item (or symptom) is as a measure of illness. Frequency distribution of option scoring within each interview question were also generated. **Figure 1**. OCC for a hypothetically ''ideal'' item. The OCC shows the probability (*y*-axis) of endorsing a particular option for the item at different levels of the trait (*x*-axis).

Interview questions which were found to produce scoring and discrimination across ranges of overall severity were putatively selected for further testing. Scores for prHD and HD subjects were computed and compared statistically using the Mann-Whitney U test. The measure of internal consistency of the subscale was estimated using Cronbach\'s alpha, and item-total correlations between subscale scores and scores of individual questions not included in the subscale were computed. 

Results {#sec12}
=======

A total of 131 CRFs were completed. The participant demographic characteristics are shown in Table 2.

  **Table 2.** Demographic Characteristics ** All Subjects prHD HDSample size**N=131 N=73 (56%) N=58 (44%)**Male gender**N=56 (43%)N=26 (36%)N=30 (52%)**Age**48.0 (18-73)45.0 (18-71)51.9 (23-73)

A follow-up Motor Working Group meeting was held (via webinar) to review data and make recommendations in moving forward, including item deletion and modification/refinement. The [FDA PRO Guidance](http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM193282.pdf) was used to guide the decision making process.[@ref-410958072]  

OCCs and scoring frequency distributions were generated for each of the interview questions. Of the 11 tested, 7 interview questions were found to produce scoring and discrimination across ranges of overall severity:

✓  Balance on one foot {#sec13}
----------------------

✓  Balance when walking {#sec14}
-----------------------

✓  Fine motor ability {#sec15}
---------------------

✓  Complex motor behavior {#sec16}
-------------------------

✓  Writing {#sec17}
----------

✓  Clumsiness {#sec18}
-------------

✓  Functional impact {#sec19}
--------------------

* *

The internal consistency of these seven items was very high, as were the corrected item-total correlations (Table 3, shaded rows). Cronbach\'s alpha was 0.93 with respect to the entire study population, 0.89 with respect to the prHD subgroup, and 0.93 with respect to the HD subgroup. All corrected item-total correlations were 0.69 or higher with respect to the HD subgroup; the only items displaying a low item-total correlation with respect to the prHD subgroup were the \"Fine motor ability\" item and the remainder (Table 3).

** **

**Figure 2.** OCCs and Frequency distribution for interview question assessing ability to perform tasks that require balance on one foot for all participants, HD and prHD. Data is presented separately for symptom intensity (left row), frequency (middle row), and composite (right row) scores.

The mean total composite score with respect to the above 7 items was 2.55 in prHD subjects and 8.98 in HD subjects; the difference in mean scores was statistically significant (*p* \< 0.001, Mann-Whitney U test). In addition, significant differences were noted in scoring between prHD and HD for each of the individual items, with greater intensity and frequency of symptoms noted in early HD participants (*p* \< 0.001 with respect to each item, Mann-Whitney U test) (Table 4). This is not surprising given that the classification of prHD is defined as the absence of sufficient motor signs to meet conventional diagnostic criteria for manifest disease.[@ref-680985158] For example, in assessing ability to perform tasks that require balance on one foot, scoring was driven primarily by early HD participants (Figure 2, Table 4). In prHD, the option with the highest probably of being scored for symptom intensity increased from \"0\" to \"1\" (mild: sense of unsteadiness/imbalance on one foot that others may not notice, but no impact on function of daily activities) suggesting that although these changes are noticeable to the participant, the functional impact may be minimal. By contrast, in early HD participants scores of \"3\" (severe: needs support to maintain balance) and \"4\" (very severe: cannot stand on one foot, must sit down to do things) were sometimes endorsed. The poor discrimination between symptom intensity scores of \"3\" and \"4\" indicates that modifications to the wording of these options would be needed to allow for better discrimination.

** **

**Table 3. **Correlations between Interview Questions Scores   ItemItem-total correlation (all subjects)Item-total correlation (prHD subjects)Item-total correlation (HD subjects) Reading0.3890.3400.360 Tracking while reading0.4890.2020.639 Tracking objects with eyes0.1690.3730.190 Balance on one foot0.7580.7850.690 Balance when walking0.8580.8170.857 Shifting gaze0.2890.3330.349 Fine motor ability  0.7180.2570.774 Complex motor behavior 0.722 0.532 0.733 Writing0.8200.8050.776 Clumsiness0.7950.7440.774 Functional impact0.8580.9020.828 ** Table 4.** Summary of Mean Composite Scores   **ItemOverall mean score   prHD mean scoreHD mean score** Reading0.33 0.210.48 Tracking while reading0.290.22 0.37 Tracking objects with eyes0.08  0.110.03 Balance on one foot0.980.51 1.56  Balance when walking0.76 0.44 1.17  Shifting gaze0.12 0.12  0.12  Fine motor ability0.660.161.28 Complex motor behavior0.500.18 0.90  Writing0.960.49 1.55 Clumsiness0.880.55 1.29  Functional impact0.80 0.44  1.24   It was agreed that these 7 interview questions would be modified accordingly for testing in subsequent iterations; examination of the OCCs provided data on which modifications should be made to improve item performance, including changes in wording and scoring options.

The remaining 4 questions were very rarely endorsed (see Table 4, non-shaded items), and a score of zero had the highest probability of being scored across most of the range of severity (Figure 3, as example): 

✗  Reading {#sec20}
----------

✗  Tracking while reading {#sec21}
-------------------------

✗  Tracking moving objects with eyes {#sec22}
------------------------------------

✗  Shifting gaze {#sec23}
----------------

* *

The low frequency of response (Table 4) and generally poor discriminative properties (Figure 3) limit the usefulness of these interview questions for assessing motor manifestations in prHD and early HD. In general, the correlations between each of these 4 individual item composite scores and the total score from the 7 highly-endorsed items were low; \"Tracking while reading\" correlated highly with the motor subscale score in the subset of HD subjects (Table 3), but was nonetheless rarely endorsed (Table 4).

* *

**Figure 3. **OCCs and frequency distribution of a representative rarely endorsed interview question (assessing ability to track while reading) for all participants, HD and prHD. Data is presented separately for symptom intensity (left row), frequency (middle row), and composite (right row) scores.

** **It was agreed that these 4 interview questions should be removed from subsequent iterations on the basis of Relevance (Reported as not relevant by a large segment of the population of interest) and Response Range (A high percentage of patients respond at the floor) as outlined in Table 1 of the [FDA PRO Guidance](http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM193282.pdf).[@ref-410958072]

Discussion {#sec24}
==========

As part of FuRST-pHD, interview questions are being developed to assess symptoms and functional ability in prodromal and early HD gene expansion carriers. We report here the development and beta testing of first iteration interview questions designed to assess motor-related changes and functional impact. 

These data suggest that although UHDRS motor signs may indeed be present (see Table 1), the functional impact of some of these motor signs may be minimal in prHD and early HD. For example, ocular pursuit dysfunction is associated with difficulty in visually tracking or following objects, as well as problems with reading, including loss of place and repetition ([COVD, 2009](http://www.visionsource-htvc.com/media/794.14%20OCULAR%20MOTOR%20DYSFUNCTION%20ABNORMAL%20OCULOMOTOR%20STUDIES.pdf)). In the present study, however, very few participants reported related problems (i.e., tracking while reading, tracking moving objects, and shifting gaze, see Figure 3, Table 4) despite the presence of significant deficits in ocular pursuit and saccades in prodromal and early stages of HD.[@ref-475421450] [@ref-307447025] [@ref-2580506305]

On the other hand, although the presence of some UHDRS motor signs may have minimal impact in the populations tested (i.e., ocular pursuit and saccades), other motor signs may indeed be associated with symptoms that can be perceived and may interfere with day-to-day functioning. For example, problems in the ability to perform tasks that require balance on one foot (see Figure 2, Table 4) may reflect the presence of motor signs assessed in the UHDRS such as Bradykinesia, Dystonia, Chorea, Gait, Tandem Walking, and/or Retopulsion. Indeed, as the severity of these UHDRS motor signs increase from prHD to HD so did the severity of symptoms that assessed the potential functional impact of these signs. It is also important to note that many symptoms reported as problems in prHD by focus groups, including losing balance, hand writing, gait, fine motor, hand-eye coordination, dropping things, clumsiness, falling, walking difficulty, and instability were also assessed and reported as problematic in the present study (see Table 1). 

Based on the results, seven interview questions have been selected for further testing, have been modified accordingly by the working group, and are currently undergoing a second iteration of field testing. The results of the second iteration will be reported once completed. 
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